
Specification 

The disclosure was objected to due to the presence of sequences on pages 2, 14, 
and 16, without sequence identifiers. In addition, Applicants were requested to correct 
the address of ATCC. 

The foregoing amendments in the specification are believed to overcome these 
objections. 

Claim Rejections - 35 USC § 112 

Claims 39-44 were rejected under 35 U.S.C. 1 12, second paragraph, as 
"indefinite," According to the rejection, it was unclear what was the difference between 
"binding" and "specific binding" as recited in claims 40-43, and claim 44, respectively. 
Without acquiescing to the rejection, or the reasoning underlying the rejection, and 
merely to facilitate the prosecution of the present application, claim 44 has been 
canceled, and claim 39 has been amended to recite specific binding. Accordingly the 
withdrawal of the present rejection is respectfully requested. 

Applicants believe that all claims pending in this application are in prima facie 
condition for allowance, and an early action to that effect is respectfully solicited. 

Attached to the present Amendment and Response is a marked up copy of the 
amended claims entitled " Version with markings to show changes made. " 
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The Commissioner is authorized to charge any additional fees which may be 
required, including petition fees and extension of time fees, to Deposit Account No. 08- 
1641 (Docket No.39780-1618.P2C47). A duplicate copy of this paper is enclosed. 



Respectfully submitted, 



Date: February 26, 2003 .■- ..^ . , 

Ginger R. Dreger (Reg. No. 33,055) 



HELLER EHRMAN WHITE & McAULIFFE LLP 

275 Middlefield Road 
Menlo Park, California 94025 
Telephone: (650) 324-7000 
Facsimile: (650) 324-0638 
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Version with markings to show changes made 



In the Specification : 

On page 2, the paragraph starting at line 37 was canceled and replaced with the 
following new paragraph:: 

--Purification and sequence analysis of the EGF-like domain has revealed the 
presence of six conserved cysteine residues which cross-bind to create three peptide 
loops, Savage et aL J. Biol. Chem. 248: 7669-7672 (1979). It is now generally known 
that several other peptides can react with the EGF receptor which share the same 
generalized motif. Non isolated peptides having this motif include TGF-a; amphiregulin, 
schwannoma-derived growth factor (SDGF), heparin-binding EGF-like growth factors 
and certain virally encoded peptides (e.g., Vaccinia virus, Reisner, Nature 313 : 801-803 
(1985), Shope fibroma virus, Chang et al., Mol Cell Biol. 7: 535-540 (1987), Molluscum 
contagiosum, Porter and Archard, J. Gen. Virol 68: 673-682 (1987), and Myxoma virus, 
Upton et al, J. Virol 61_: 1271-1275 (1987), Prigent and Lemoine, Prog. Growth Factor 
Res. 4: 1-24(1992).-- 

On page 14, the paragraph starting at line 25 was canceled and replaced with the 
following new paragraph: 

- Purification and sequence analysis of the EGF-like domain has revealed the 
presence of six conserved cysteine residues which cross-bind to create three peptide 
loops. Savage CR et aL J- Biol. Chem. 248: 7669-7672 (1979). It is now generally 
known that several other peptides can react with the EGF receptor which share the same 
generalized motif. Non isolated peptides having this motif include TGF-a, amphiregulin, 
schwannoma-derived growth factor (SDGF), heparin-binding EGF-like growth factors 
and certain virally encoded peptides (e.g.. Vaccinia virus, Reisner AH, Nature 313 : 801- 
803 (1985), Shope fibroma virus, Chang W.. et al., Mol Cell Biol. 7: 535-540 (1987), 
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Molluscum contagiosum, Porter CD & Archard LC, J. Gen. Virol. 68: 673-682 (1987), 
and Myxoma virus, Upton C et a!., J. Virol. 6J.: 1271-1275 (1987). Prigent SA & 
Lemoine N.R., Prog. Growth Factor Res. 4: 1-24 (1992).— 

On page 16, the paragraph starting at line 14 was canceled, and replaced with the 
following new paragraph: 

-The proteins of the TGF-/3 superfamily are disulfide-linked homo- or 
heterodimers encoded by larger precursor polypeptide chains containing a hydrophobic 
signal sequence, a long and relatively poorly conserved N-terminal pro region of several 
hundred amino acids, a cleavage site (usually polybasic), and a shorter and more highly 
conserved C-terminal region. This C-terminal region corresponds to the processed 
mature protein and contains approximately 100 amino acids with a characteristic cysteine 
motif, i.e., the conservation of seven of the nine cysteine residues of TGF-/3 among all 
known family members. Although the position of the cleavage site between the mature 
and pro regions varies among the family members, the C-terminus of all of the proteins is 
in the identical position, but differing in every case from the TGF-/3 consensus C- 
terminus. Sporn and Roberts, 1990, supra. — 

On page 252, the first paragraph under the heading of " Deposit of Material " was 
deleted, and replaced with the following new paragraph: 

-The following materials have been deposited with the American Type Culture 
Collection. Manassas. VA, USA (ATCC): 

Material ATCC Dep. No. Deposit Date 



DNA32292-1131 
DNA33094-1131 
DNA33223-1136 
DNA 34435- 11 40 
DNA27864-1155 
DNA36350-1158 



ATCC 209258 
ATCC 209256 
ATCC 209264 
ATCC 209250 
ATCC 209375 
ATCC 209378 



September 16, 1997 
September 16, 1997 
September 16, 1997 
September 16, 1997 
October 16, 1997 
October 16. 1997 
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DNA32290-1 


164 


A ILL 209384 


October 16, 199/ 


DNA:Ot)39-l 


172 


ATLL 20939b 


October 17, 199/ 


DNA.^3092-. 


On *1 

202 


ATLL. 209420 


October 28, 199/ 


r"\ \ t \ 1 m 1 ^ c 1 

DNA4 l J4 >>. 


219 


ATLL 209480 


Novembei 21, 1997 


DNAjOCOlv] 


1 A 1 

141 


ATLL 209265 


September 16, 1997 


DNA^229Lvl 


132 


ATLL 209257 


September 16, 1997 


DNA:oOj>9-] 




ATLL 209262 


September 16, 1997 


DNA_vvSt)-. 


i ^ ^ 

1 j»2 


■\ r T'/^0 AAlA "AC 

ATLL 20925j> 


September 16, 1997 


\ T \ 1 f / \ t i" 1 

DNAjo^llv. 


174 


ATLL 209402 


October 17, 1997 


TAX T \ ■> f~J 1 C M 1 

DNAjWlx)-. 


17.S 


\ '"P/~^/~ 1 AAl A 1 / \ 1 

ATLL 209401 


October 17, 199/ 


DNA>\260-, 


loO 


ATLL 209^97 


October 1 /, 199/ 


DNA.^%9-. 


18? 


\ r r^/'^ "AA( ^ 1 / A/ A 

A ILL 209400 


Octobei 1 /, 199/ 


DNA:>22b6-l 


1 f A 1 

191 


.\ T/^P ■A/AlA" ) OC 

ATLL 209^85 


October 16, 199/ 


DNA:o46l-l 


199 


ATCL 209^67 


October 15, 1997 


DNA4062!v. 


21b 


ATLL 2094^2 


November 7, 1997 


DNA^22l-l 


1 JO 


\ TV-V"^ AA(A A/' ^ 

ATL L 20926^ 


0^ — 4-^ 1 ^ .AC 1 ('A(An 

September 16, 1997 


DNA/ol07-. 


1 J? 


ATLL 2092.^1 


0^ u ^ 1 ^ 1 (A<An 

September 16, 1997 


DNA.^5557-1 


1 o7 


ATLL 209255 


September 16, 1997 


DNA34434-] 


1 j 9 


ATL-L. 209252 


September 16, 1997 


DNA:olOO-] 


159 


ATLC 209^73 


f \ ,1 1 A 1 i i/ H 

October 16, 1997 


DNA^5t)(X)-l 


162 


ATLL 209 ^70 


October 16, 1997 


DNA:44X>. 


2jS 


ATLL 20952j 


December 10, 1997 




lb5 


ATLL 209^72 


October 16, 1997 




lo7 


ATLL 209^74 


October 16, 1997 


DNA-^5599-1 


168 


ATLL 20937^ 


October 16, 1997 


DNAj6992-1 


168 


ATLL 209 .-'82 


October 16, 1997 


DNAj44()7-1 


169 


ATLL 209.i8j> 


October 16, 1997 


DNAj5n41-1 


173 


ATLL 2094U.-. 


October 17, 1997 


DNAjo47(.)-1 


175 


ATLL 209.i98 


October 17, 1997 


DNA34431-1 


177 


ATCC 209399 


October 17, 1997 


DNA39M0-] 


181 


ATCC 209392 


October 17, 1997 


DNA39423-] 


182 


ATCC 209387 


October 17, 1997 


DNA40620-1 


183 


ATCC 209388 


October 17, 1997 


DNA400U4-] 


187 


ATCC 209394 


October 17, 1997 
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DNA38268-118S 
DNA37151-1 193 
DNA35673-1201 
DNA40370-1217 
DNA42551-1217 
DNA39520-1217 
DNA4 1225-1 217 



217 
231 
234 
234 



DNA4331S 
DNA40587 
DNA4 1 338 
DNA409S1 
DNA37 140- 1234 
DNA40982-1235 
DNA4 1379- 1236 
DNA44 167- 1243 
DN A 39427- 1179 
DNA40603-1232 
DNA43466-1225 
DNA43046-1225 
DNA35668-1171 
DNA77624-2515 



ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 
ATCC 



209421 
209393 
209418 
209485 
209483 
209482 
209491 
209481 
209438 
209927 
209439 
209489 
209433 
20948S 
209-134 
209395 
209486 
209490 
209484 
209371 
203553 



October 28, 1997 
October 17, 1997 
October 28, 1997 
November 21, 1997 
November 21, 1997 
November 21, 1997 
November 21, 1997 
November 21, 1997 
November 7, 1997 
June 2, 1998 
November 7, 1997 
November 21, 1997 
November 7, 1997 
November 21, 1997 
November 7, 1997 
October 17, 1997 
November 21, 1997 
November 21, 1997 
November 21, 1997 
October 16, 1997 
December 22, 1998- 



In the Claims : 

Claim 44 was canceled. 

Claim 39 was amended as follows: 

39. ( Once amended) An antibody that specifically binds to the polypeptide 
shown in Figure 102 (SEQ ID NO: 290). 
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